Abstract 1-Aryl-3-phenylaminocarbonyl-4,5-dihydro-1,4,5-triazin-6-ones were prepared from the reaction of C-phenylaminocarbonyl-N-arylnitrilimines with α-amino acid methyl esters. Some of these compounds were tested for antitumor activity.
Introduction
The reaction of 1,3-dipoles with nucleophiles incorporating a suitably located electrophilic center represents a good method for the synthesis of five-, six-or seven-membered heterocycles depending on the reacting species. 1 Nitrile oxides and nitrilimines are reported to react with α-amino esters to form 4,5-dihydro-1,2,4-oxadiazin-6-ones and 4,5-dihydro-1,2,4-triazin-6-ones respectively. [2] [3] [4] [5] [6] Several reports revealed that 1,2,4-triazinone derivatives possess significant biological activities, such as antimicrobial, antibacterial, fungicide, pesticide, herbicide and crop protection, as well as blood platelet aggregation-inhibition. [7] [8] [9] [10] [11] [12] Researchers have also reported that some substituted 1,2,4-triazin-6-ones possess antitumoral activity against leukemia, ovarian cancer, small and large lung cancer cells, and breast cancer. [13] [14] [15] [16] [17] Recently, 1,2,4-triazinones have received significant attention as ligands to transition metals. The reaction of 1,3,5-trisubstituted 4,5-dihydro-1,2,4-triazine oximes with metal acetates afforded various complexes according to the reagent and conditions used. [18] [19] [20] As part of our program aimed at developing new biologically active compounds, we report here the synthesis of 1-aryl-3- The assignment of structures 5-9a-e is based on their analytical and spectroscopic data. Physical properties, molecular ion peaks and elemental analysis are presented in the Experimental Section. No investigations were carried out concerning optical purity and activity.
Spectrosopic data analysis
The IR spectra of compounds 5-9a-e in KBr revealed the presence of two NH absorption bands in the region 3380-3200 cm -1 . The electron impact (EI) mass spectra of compounds 5-9a-e displayed the correct molecular ions in accordance with the suggested molecular formulas. A main fragmentation mode of the closely related substituted 4,5-dihydro-1,2,4-triazin-6-ones was reported to involve hetero ringscission at the dotted lines as shown below (Scheme 2), leading to fragment ion M-105 as a base peak. 22, 23 The spectra also displayed a significant ion corresponding to M-29. This ion might originate via expulsion of (HC=O) from the molecular ion. The mass spectra of compounds 5-9a showed base peaks at 294, 328, 373, 312 and 308, respectively. The base peak for compounds 5-9b (alanine rest) is M-43, for compounds 5-9c (phenyl glycine rest) at M-105, for compounds 5-9d (valine rest) at M-71 and the base peak for compounds 5-9e (phenylalanine rest) was at M-119. 
Scheme 2

Antitumor activity
The antitumor activity of some of the newly synthesized compounds was studied against human cancer cell lines 
Experimental Section
General Procedures. All melting points were measured on an Electrothermal Melting point apparatus, and are uncorrected. The infrared spectra were recorded in potassium bromide (KBr) on a Perkin-Elmer 237FT infrared spectrophotometer. 1 H and 13 C NMR spectra were recorded in CDCl 3 and DMSO-d 6 on Bruker AM 300 MHz and Jeol LA-300 instruments at 21 o C, using tetramethylsilane (TMS) as an internal reference. Electron impact (EI) mass spectra were measured on Finnigan MAT 8200 and 8400 Mass spectrometers at 70 eV. Elemental analysis were carried out at the microanalytical laboratory, University of Cairo, Giza, Egypt. The hydrazonoyl chlorides 1a-e 23, 26, 27 and α-amino ester hydrochlorides 3a-e 3 were prepared following reported procedures.
General experimental procedure
To a stirred solution of the appropriate hydrazonoyl halides (0.01 mol) in tetrahydrofuran (100 ml) was added a solution of the particular α-amino ester hydrochloride (0.015 mol) in methanol (40 ml). To the resulting reaction mixture, cooled in an ice-salt bath (-5-0 °C), was dropwise added triethylamine (0.05 mol). After addition was complete, stirring was continued for 2 hours at 0 o C, and then at room temperature for 12 hours. The solvent was removed under reduced pressure, and the residue was washed with water. The resulting solid product was collected and recrystallized from aqueous ethanol to give the desired triazinones. The following compounds were prepared using this method: 1-Phenyl-3-phenylaminocarbonyl-4,5-dihydro-1,2,4-triazin-6-one (5a 1-(4-Chlorophenyl)-5-methyl-3-phenylaminocarbonyl-4,5-di-hydro-1,2,4-triazin-6-one (6b) 1-(4-Bromophenyl)-5-methyl-3-phenylaminocarbonyl-4,5-di-hydro-1,2,4-triazin-6-one (7b) -1-(4-bromophenyl)-3-phenylaminocarbonyl-4,5-dihydro-1,2,4-triazin-6-one (7e) 1-(4-Fluorophenyl)-3-phenylaminocarbonyl-4,5-dihydro-1,2,4-triazin-6-one (8a) 1-(4-Fluorophenyl)-5-methyl-3-phenylaminocarbonyl-4,5-dihydro-1,2,4-triazin-6-one (8b) -1-(4-methylphenyl)-3-phenylaminocarbonyl-4,5-di-hydro-1,2,4-triazin-6-one (9b) -1-(4-methylphenyl)-3-phenylaminocarbonyl-4,5-di-hydro-1,2,4-triazin-6-one (9e) 
1-(4-Bromophenyl)-5-phenyl-3-phenylaminocarbonyl-4,5-di-hydro-1,2,4-triazin-6-one (7c
